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DETAILED ACTION 
Claims 1-8, 15-18 are examined in the instant application. 

Withdrawn Rejection 

The following rejections have been withdrawn: 1) Objection, and 2) 1 12, second 
paragraph, concerning the confusing language "having" followed by "consisting of, in view of 
the amendment. 

Claim Rejections - 35 USC § 112, Second Paragraph 
The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 3 remains rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

The response asserts that the amendment of claim 3 obviates its rejection. 
The response has been considered but is not found to be persuasive for the following 
reasons: 

Rejection remains, because it not clear what constitutes a "normal control level". For 
example, the test sample is blood, serum or plasma from hepatic cancer patient, and the normal 
control level of GPC3 could be its level in any non-cancerous tissue, for example, bladder, lung 
or brain etc. . ., and not necessary in serum of non-cancerous subject. 
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Claim Rejections - 35 USC § 112, First Paragraph, Enablement 
The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Claims 1-8, 15-18 remain rejected under 35 U.S.C. 1 12, first paragraph, as failing to 
comply with the enablement requirement, for reasons already of record in paper of 02/21/08. 
The response asserts as follows: 

The present invention is directed to a method for detecting (not diagnosing) the presence 
of cancer in a subject, regardless of the presence or absence of liver cirrhosis or melanoma in that 
subject. It is not necessary to distinguish between cancer and cirrhosis or melanoma. In other 
words, a subject who shows an increased level of GPC3 as detected by the invention may also 
have cirrhosis or melanoma, or may not. The specification, at the very least, establishes a 
predictive correlation between a greater level of soluble GPC3 in sera and the presence of in vivo 
tumor, as compared to normal control, and thus detection of cancer is established, as claimed. 

Further, the claimed method of detecting cancer by determining increased levels of 
soluble GPC3, as compared to normal controls, has been demonstrated in human patients having 
hepatic cell cancer. The protocol and results of the experiments carried out in these human 
subjects is presented in Appendix A of Dr. Matsuura's expert declaration submitted under 37 
CFR 1.132, wherein Dr. Matsuura confirms that over-expression of soluble GPC3 is frequently 
and predictably detected in human patients with hepatic cancer. 

The submission of the Declaration by Dr. Matsuura is acknowledged. 
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The response has been considered but is not found to be persuasive for the following 
reasons: 

Although, similar to non-cancerous liver tissue, the level of GPC3 mRNA is low in liver 
cirrohosis tissue (figure 3 in the instant specification), the level of soluble GPC3 protein is 
increased in serum of patients having liver cirrhosis, as taught by Hippo et al, of record Further, 
in the Declaration, patients with liver dysfunction are excluded from serum samples of hepatic 
cancer patients (p.6, paragraph under "Serum samples". Such exclusion is not found in the 
claimed method, or in the specification. 

One cannot predict that an increase level of GPC3 protein in a serum test sample is 
indicative of hepatic cancer, in view that the level of soluble GPC3 protein is also increased in 
serum of patients having liver cirrhosis, as taught by Hippo et al, of record. In other words, the 
claimed method is non-specific. In view of such unpredictability, it would be undue 
experimentation for one to practice the claimed method. 

Moreover, since it is not clear what constitutes a normal control level, one would not 
know how to practice the claimed method. 

Further, it is noted that other than in blood, serum, or plasma, there is no indication that 
soluble GPC3 is found in liver cancer tissue. 

Concerning the issue of "prediction" of detecting cancer, this limitation is not in the 
claims, nor in the originally elected invention. Further, the issue of whether it is necessary to 
distinguish between hepatic cancer and cirrhosis is not germane here, because it is the practical 
issue from the result of the claimed method. For example, the practical issue of treating patients 
having cirrhosis, but diagnosed as having hepatic cancer, and treated with cancer therapy. 
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Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). A shortened statutory period for reply to this final action 
is set to expire THREE MONTHS from the mailing date of this action. In the event a first reply 
is filed within TWO MONTHS of the mailing date of this final action and the advisory action is 
not mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of the 
advisory action. In no event, however, will the statutory period for reply expire later than SIX 
MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to MINH-TAM DAVIS whose telephone number is 571-272-0830. 
The examiner can normally be reached on 9:00 AM-5:30 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, LARRY HELMS can be reached on 571-272-0832. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

MINH TAM DAVIS 
September 26, 2008 

/Larry R. Helms/ 

Supervisory Patent Examiner, Art Unit 1643 



